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Comments to Citizen Petition Filed on Behalf of Wyeth 

Dear Sir or Madam: ’ 

The International. Academy of Compounding Pharmacists (IACP) mpdidiy 

submits these comments pursuant to 21 C.F.R. 5 10.30(d) to the October 6,2005 Citizen 

Petition filed by Wyeth, to correct the erroneous and m isleading statements in Wyeth’s 
Citizen Petition. IACP is an international non-profit association devoted to the protection 
and advancement of pharmaceutical compoundi,n.g -- one of the essential elements of thhc 
profission of pharmacy ‘and the U.S. heal&ate system. V&P’s membership consists of 

more than 1,500 pharmacists who engage in compounding as .well as approximately 200 

other members, including physicians, patients, pharmacy students, an.d retired 
pharmacists. TACP’s membership includes pharmacists that compound customized 
prescriptions upon receipt of a physician’s prescription or order for bio-identical hormone 

replacement therapies (BHRT). 

The Citizen Petition initially rbquests FDA to “[Qnitiate enforcement actions, in 

the form  of seizures, injunctions an.d/or warning letters.. .” (Citizen Petition at 3). This 
request, aside Tom resting on a thoroughly flawed basis, is also improper. Citizen 
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Pctiti,ons may not be used t6 request enforcement actions, such as referrals to the U.S. 

Attorney ,for enforcement actions in court, including referrals fir Seizures or injunctions. 

See 21 C.F.R. 9 10.30(k). FDA should therefore deny the Citizen Petition as seeking 

actions that may not be requested in a Citizen Petition. 

TACP’s response will focus on the major errors, inaccuracies, and 

r&characterizations in Wyeth’s Citizen Petition. We will not address all bf the, 

numerous factual and Icgtil errors. It is suRcient to note that the errors WE discuss a& 

characteristic of the e&ire Citizen Petition. In particular, in its zeal to attack 

compounding, Wyeth repeatebly invokes statutory provisions that PbA has n&er itrolf 

said applies to compounding pharmacies. 

Before we address the errors in Wyeth’s petition, we would first like to reiterate 

that pharmacy compounding is a critical and valuable hetilthcare practice. M illions of ’ 

Americans have unique health needs that oft-the-shelf, prescription medicines cannot 

meet. These patients rely on customized medicines - prescribed or ordered by Licensed 

physicians and m ixed safely by trained, licensed compounding pharmacists - to treat 

their unique conditions. The Food and Drug A.dministration, the U.S. Supreme Court, 

Congress, and virtually every m @ r association of healthcare professionals recognize the 

value of pharmacy compounding. Patients with unique needs rely more heavily on 

compounded medications than fhe general population - including,home healthcare 

patients, hospice care patients, cancer patients, hospital patients on intravenous 

medicines, pain management patients, dental patients, d&natological patients. and 

others. Applying, as Wyeth suggests, regulations that are designed for off-the-shelf, one- 

size-fits-all pharmaceuticals to the practice of compounding individualized meditiations 

would, as the governinent acknowledges, effectively deny these patients access to thesi 
medications. 

2 
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I. Wyeth M ischaracterizes Pharmacv ComDound,ing by .Delibtiatelv 1aorin~ 

the Crucial Role of the P .atient”s Physician 

The Citizen Petition portrays compounding pharmacies as i,f they were selling 
BHRT preparations dir&y to hapless patients. Tndeed, Wyeth states.that BHRT 

pharmacies “are sim.ply.trying to dupe an unsuspecting patient population.” Citizen 
Petition, 28. However, the 36-page Citizen Petition never once acknowledges that 

compounding pharmacies operate withi,n the physician/patient/pharmacy triad, and that 
no prescription is compounded and provided to patients withnut receipt of a prescription 

from  the patient’s physici.an. 

Patients are,uKlable to obtain compounded BHRT preparations without the 

involvement of their physicians. Pati,ents cannot order BHRT - physicians musi 
prescribe this treatment for their patients. Indeed, the marketing materials appended to 

the Citizen Petition expressly describe the involvement of the pati,ent’s physician -- a fact 
nowh.ere acknowledged by Wyeth.’ 

Compounding pharmacies are therefore not m isl.eading ot “duping” 

unsophisticated patients. Indeed, a pharmacist’s role in filling a pr;escription for BHRT is 

analogous to their role in dispensing Wyeth’s Premarin i,n that both are dotie iir resbonse 

Metcalf Pharmacy, (“Metcalf Pharmacy works together with patients and See, e.g. 
prescribbdrs . . . ” ) (emphasis added) (Citizen Petition, Tab A); Handouts provided 
by Mary M . Morton, FNP-L (Citizen Petition, Tab C) (“Compounding 
pharmacists work togethgi with patients and prescribers.. .>” includes diagram of 
the patient/physician/practitioner triad (emphasis added); Health MaxPharmacy 
(‘watural hormdne formulations . . . are normally available in the U’S . . . with a 
physician’s prescription.“) (Citizen Petition,.Tab D); Sc?rbrough Medical Arts 
Pharmacy (“We feel it is very important for patients to understand these [BHRT] 
options . - . amI to discuss this in great detail, with their doctor . _. WE recognize that 
as this patient’s physician, the final decision to im.plement therapy is with you and 
ultimately, the patient.“) (Citizen Petition, Tab E); Red River Pharmacy Services; 
(“A compounding pharmacist, pursuant to a doctor’s prescription can prepare 
customized ,bio-identical hormone replacement therapy for women. _ .“> (Citizen 
Petition, Tab J). 
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to a physician’s order. The marketing materials cited by Wyeth make cleti the exjstence 

and importance of the triad relationship tiong patients, their physicians (in whom the 

ultimate medical delcision regarding initiating appropriate HRT res’ides), &rd the 

compounding,pharmacist. The marketing materials are clearly intended to educate 

patients and health care providers, and spark an important conversation between patients 

and their doctors, 

II. Wveth Erroneouslv Asserts that ComPoundinn Pharmacies are 

Manufacture= 

Throughout the Citizen Petition, Wyeth erroneously and baselessly characterizes 

pharmacies that compound BHRT formulations upon receipt of a physician’s prescription 

as manufacturers. Wyeth’s chtiacterization is incorrect. 

Wyeth asserts that compounding pharmacies “manufacture and market these 

[BHRT] products not as drugs com,pound&d to’address particula&ed patient n.ecds in 

lim ited circumstances, but as safer and more effective wholesale substitutes for FDA- 

approved drug products for any woman wanting hormone ther&py.“2 Contrary to 

Wyeth’s characterization of compounding pharmacies as manufacturers that churn out 

uniform  pro+cts, compounding pharmacies that compound BHRT preparations produce 

medicines that are customized to individual needs. Again, although Wyeth omits any 

reference to customization, the advertisements and promotional materials it cites make 

clear that RHRT preparations are compounded based on the needs of the individual, not 

mass-produced like Wyeth3 prod&s.” Each Wyeth drug is offered in a single 

2 Citizen. Petition. at 2. 
3 Metcalf Pharmacy (“M E tcalf.. . provide(s) customized bio-idcrnical See e.g. 

hormone replacement therapy that meets each individual’s specific needs.. .“) 
(emphasis added); Handouts provided by Mary M . Morton, FNP-L (“Evejr 
woman is unique. Therefore, it is a sensible approach for th,e patient to work 
together with health care professionals to customize hormone replacem,ent therapy. 
Bio-identical HRT can bc compounded in the needed strength and dosage form  

4 
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formulation. lm sharp contrast, compounding pharmacies compound custotiized 
therapies based on the evaluation of the woman’s physician as to what formula would be 
best for her. 

A . COmDpU d’ Qf 
Commercially Available Preparations 

Wyeth asserts - again without basis -- that all compounding pharmacies are 
manufacturers because they compound large quantities of copies of commercially 
‘available preparations -- assumedly, Wyeth’s own HRT preparations. Specifically, the 

Citizen Petition claims that “BHRT ph.arrriacies are compounding copies of FDA- 
approved horm.one productsY4 This is demonstrably false. 

For more than a decade, Wyeth has successfully fended off generic competition to 
its conjugated estrogen prodricts by asserting that the active ingredients in the conjugated 
estrogen products could not be hdequateiy identified.’ Specifically, Wyeth has assened, 
and FDA has accepted, that in addition to sodium estrone sulfate and sodium eqtiil,in 
sulfate, long believed to be the sole active ingredients in Premari.n, estrogen delta (8,9) 
dehydroestrone sulfite (DHES) originally believed to bc: an impurity inherent in a product, 
derived from  pregnant mare’s urine, may actually be a “concomitant component” that had 

and administered via the most appropriate route to meet each woman’s n.e&,“); 
Health Max Pharmacy (“Health Max Pharmacy is committed to provj,ding . . . 
specific an,d sptcialized formulations to meet patients’ needs.“); 

4 Citizen Petition at 2 I.. 
5 See. e& I%cket No. 94P-0429 (Wyeth Citizen Petition fa Establish the Proper 

Composition of Conjugated Estrogens); Memorandum Tom Director of CdER to 
the Director of tha OffIce of Generic Drugs re: Approvability of a Synthetic 
Generic Version of Premarin (May 5,1997) (Woodcock ,Mcmorandum); Docket 
No. 98P-03 1 I. (Wyeth Citizen. Petition re: New Drug Application for M ixtures of 
Estrogens (May 12,1998). 



IACP REG AFFAIRS 

0 

PAGE 06 

an effect on potency.” Wyeth has been able to maintain its monopoly by convincing FDA 

that there can be no generic copy of Premarin -- and presumably its other pregnant mare 

urine&based tigs in its stable -- because the precise characteristics of the drug cannot be 

characterized. As such, BHKT preparations are not copies of commercially available 

drugs, ,because according to Wyeth’s own arguments, acquiesced to by FDA, th,ere can be 

no copies of Wyeth’s pregnant mare urine-based drugs. Given that Wyeth has repeatedly 

maintained to FDA that no drugs can be the same as its HRTs, and that the BHRTs 

compounded by pharmacists are tailored to individual patients, compounded BHRTs are 

not the same as Wyeth’s HRTs. 

B. h.dvertisina Does Not Make B Pharmacy into a Manufacturer 

Wyeth asserts that educational promotional, materials distributed by compounding, 

pharmacies transform  those pharmacies into manufacturers. Wyeth and its counsel 

i,gnore compounding pharmacies’ Fi,rst Amendment rights to engage in commercial 

speech, which is somewhat surprising given that Wyeth’s legal counsel (which submitted 

the Citizen P&ion) was responsible for submitting the briefs and arguing one of the 

seminal cases asserting that the First Amendment free speech protections li.m ited FDA’s 

ability to regulate communications about prescription drugs. See e.q, Washindon Legal 

Foundation v. HenneyY 202 F.3d 33 I (D.C. Cir. 2000). 

Wyeth also ignores the fact that the Supreme Court has alrcady,addressed whether 

advertising may be ctinsidered as a factor in determ ining whether a pharmacy h.as crossed 

the line into manufacturing, and concluded that the First Amendment precludes FDA 

from  using advertisin.,g as a factor. Specifically, the Supreme Court wrote “‘[t]he 

govemm,ent thus belie,ves that conditi,oning a.n exemption f?om  the FDA approval process 

on refraining from  advertising is an idea1 way to perm it compounding and yet also 

guarantee that compounding is not conducted on such a scale as to undermine the FDA 

6 Woodcock Memorandum at 10,36. 

6 
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approval process.” Thomuson v. Western S tates Medical Center, 535 U.S. 357,371 
(2002). The Supreme Court rqjected this argument stating “[i]f the First Amendment 
means anything, it means that regulati,ng speech m tut be a last -- not fitst -- resort.” Id. at 
373. 

Therefore, the faq that compounding pharmacies that compound customized BHRT 
preparations upon receigt of a valid prescription, or physic& order also advertise thiir 

ability to compound BHRT preparations a’nd distribute educational materials about 

BHRT products to patients and physicians is irrelevant to the determination of’whethcr 
the pharmacy is engaged in manufacturing. FDA h,as recognized this, a.nd removed 
advertising as a factor to be consi,dered from  its Compliance Program Guide Manual, 
Section 460.200,’ 

III. Comuounded Medications are not UnaDDroved New Drugs and do not Require 

rJew Drug Amroval 

Paradoxically,, Wyeth argues both that compounded BHRT preparations are copies 

of Wyeth’s mare-urine based drugs,* while tit the same time (and on the same page)g 
arguing that the c&npounded BHRT preparations are unapproved new drugs that ire 

compounded using bulk activc,ingrediehts that are not components of FDA-approved 
drugs. 

This is nothing mow than a wholesale attack on pharmacy c,ompounding in an 
effort to maintain Wyeth’s near monopoly on HRT. ‘In effect, Wyeih is att$ck,ing the 

compounding of BHRT by saying that each formulation has not been proven safe an,d 

7 IACP does not agree th.at the Compli&c Piogram Guide (CPG) has any force but 
it is noteworthy that FDA recognizes, as it must, that advertising may,not be 
considered in determining whether a pharmacy is manufacturing. 

R We demonstrate supra, p,4, that there can be no copies of Wyeth’s diugs. 
9 Citizen Petition at. 11. 

7 
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effective. lsldeed, FDA itself has expressly recognized that compounding pharmacies 

need not demonstrate safety and effbacy. 

[T]he government also zkknowledges that “because obtaining ’ 

FDA approval for a new drug is a costly process, requiring 
FDA approval of all drug products compounded by 
pharmacies for the particular needs of an individual patient 

would, as a practical matter, eliminate the practice of 
compounding, and th.ereby eliminate availability of 
compounded drugs for those: patients who have no alternate 

treatment.” [Citation omitted.] The government argues that 
eliminating the practice of compounding drugs for individual 
patients would be undesirable.. . 

Western S tates, at 369. 

Thus, both FDA and the Suprem,e Court have already acknowledged the 
importance of pharmacy compounding, and rejected Wyeth’s assertion th,at comp&nding 
pharmacies need to obtain FDK approval prior to compounding individualizbd 

prescription.s for BHRT products. Wy&‘s argument that all compound,ed BHRT must 
be shown safe and effective shoul,d be seen % r what it is: an attack on ‘the @actice of 

compounding in an effbti to protect Wyeth’s market position. 

IV. Wyeth M isleadinnly Asserts that Compounded BHRT Preuarations have the Same 
Risk Profile as Wyeth’s Products 

Wyeth suggests that the Women’s Wealth Initiative (M&II) studied bioidentical 
hormone therapies. It did not. Rather, W I studied Wyeth’s products exclusively and 
the study was cut short in 2002 after the data demonstrated that Premarin@  (cor?jugat&l 
estrogen) increased the risk of stroke and the components of Prem,prci@  Premarin plus 
the progestin medroxyprogesterone acetate (synthetic progest’erone), increased the risk of 

8 
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strokes, breast cancer, ,heart attacks an.d blood clots. The physical components of BHRT 
are different from  the components of Wyeth’s synthetic hormonls that were studied by 

WHI. WHI did nolt determine BHRT carries the same risks as Wyeth’s products because 

it did not study BHRT. 

V . Wyeth M istalc~lv Asserts that BHRT Pharmacies Must Complv with Current 
Good Manufacturing Practices and References a Discredited % rvev” Conducted 

bv FDA 

Wyeth asserts that BHRT pharmaci,es are required to comply with current good’ 
manufadturing practices (cGMPs).‘O This i.s clearly false. Manufactu.rers are required to 
comply with cGMPs. Pharmacies that compound and dispense prescriptions as part of 

the physician/patient/pharmacist triad do not need to’comply virith cGMi?s. Indeed, given 

the nature of extemporaneous compounding to meet the unique needs of a patient, an 
extemporaneousljr compounding pharmacy could not meet all the elements of 
pharmaceutical cGMPs. This is another attack by Wyeth on compoun.ding. FDA has not 

applied cGMF% to pharmacies that extemporaneously compound. 

Moreover, Wyeth references a “survey“ conducted by FDA to express its concern 

over qua1 ity of compounded drugs. ’ ’ Wyeth fails to note that FDA was severely 
criticized for the use of this analytically flawed and faul,@  “study” an.d is itself not relying 

upon this survey. In a colloquy between Dr. S teven Galson, the Director c$f the Center 

for Drug Evaluation and Research at FDA and Senator John Ensign (R-NV), Dr. Galson 
stated “I want to emphasize that this was not a comprehensive scientific survey. It was a 
small sample size.” Senator Ensign responded: “I normally don’t take witnesses to task, 

10 

II 
Ci,tizen Petition, 34-35. 

Id. at 35. 

9 
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Dr. Galson, but.1 do want to take you to task on something. You’re a scientist, md to 

present nonsci,entifi~c data studies I, . . is problematic _ . . . you presented that in a’ fashion 

that is m isleading.” Dr. Galson replied “I wasn’t trying to present these as scientific 

data.“” Wyeth’s citation of this *‘survey” is itsel f problem & tic and m isleading. 

VI. Wyeth Inconectiv States that LACP Disapproves of BHRT Advertising ‘Claims 

Wyeth points to IACP’s general guidance statements on advertising by 

compounding pharmacies and its Code of Ethics, and concludes that “even the 

compounding pharmacy industry representatives consider the advertising claims being 

made by many BHRT compounding pharmacies to be m isleading and inconsistent with 

the industry’s ethics , . .*‘I3 IACP categorically disagrees with this statement. 

First, compounding pharmacists are health care professionals, not members of an 

“industry.” Sccond,,IACP takes no position with regard to any advertising or 

promotional materials di,sseminated by its individual members. IACP offers its gui,dan,ce 

on advtiising and has a Code of Ethics that its members can follow. Each pharmacist, in 

his or her own professional judgment and consistent with state phatmacy laws and ethics, 

decides what to say in advertising or promotion,aI materials. 

In fact, existing FTC regulations already address the issues Wyeth raises. This is 

an enforcement issue and requires no changes to existing regulations. 

12 U.S. Senate Health, Education, Labor and Pensions Committee Hearing on 
Pharmacy Compounding, October 23,2003 

13 Citizen Petition at 30. 

10 
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VII. Compounding Pharmacies Need not,Include a Brief Sumrnw with their; 

Advertisements. nor Include Adequate Directions for Use 

Wyeth asserts that compounding pharmacies are in violati,on of the Federal Food, 

Drug, and Cosmetic Act (FDCA) because they do not include the brief summary required 

by FDCA $502(n) or adequate dir&tion,s for use required by FDCA 5 502(f). Both 

assertions are incorrect. First, thi brief summary requirement applies to the 

“manufacturer, packer, or distributor” of th,e drug.14 Pharmacies that extemporarieously 

compound drugs upon receipt of prescriptions are not manufacturers, packers, nor 

distributors of drugs, and FDA has never asserted that they are subject to this 

requirement. Wyeth, somewhat nonsensically, points to the definition of “distributor” 

found in regulations implementing the Prescription Rrug Marketing Act of 1987. &  21 

C.F.R. Q 203.3(h). This defiriition is applicable only to the issue of wholesaler and 

distributor licensing to distribute prescription drugs and is inelevant to the discussion of 

inclusion of brief summaries in advertisements. Moreover,, Wyeth is confused whsn it 

cites the list of activities included in 2 1 C .F.R, $ 20 1.1 (b) to conclude that pharmacies are 

manufacturers. Again, FDA has never taken the position that pharmacies that engage in 

extemporaneous compounding upon receipt of a prescription are manufacturers, simply 

because they may, in the course of compounding, engage in one or more of the activities 

listed in 9 201,1(b). 

Further, com.pounded drugs dispensed to patients are exempt from  the requirement 

that they contain “adequate directions for use.” Wyeth is well aware of this exemption, 

since they cite the very provision tb;it exempts drugs dispensed by pharmacists from  the 

“adequate directi.ons for use” requitement, FDCA 5 503(b)(2), on the very next page after 

14 FDCA 9 502(n). 

11 
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their assertion that compounded drugs need to compiy with the “adequate directions for 

use” requirement. i5 

VIII. Other Organizations that Have Filed in SUDDOI? of Wyeth’s Pdtition are. not 

Indcuendent. but. Have Financial Links to Wyeth 

As of Deeember 12,2005, several orgar&tions have filed commen,ts with FDA in 

support of Wyeth’s petition. These groups include: Society for Women’s ‘Health 

Research; Jacob’s hstitutc for Women’s Health; American Medical Women’4 

Association; National Association of Nurse Practitioners in Women’s Health; National 

Black Women’s Health Project, the American Society ofReproductive Medicine, and the 

North American Menopause Society. 

Each of these organizations is, to varying degrees, financially linked to Wyeth 

and, as a result, their com&nts should not bi: viewed as independent. The following 

illustrations,iire just that and are not intended to represent the full extent of these 

organizations’ links to Wyeth: 

l On,its web site, American Medical Women’s Associ,ation lists Wyeth as one of’ 

nine members of its Corporate Partners Program, which it “thank[s] for their 

generous support.“t6 

l Wyeth serves on Society for Women’s Health Research’s Corporate Advisory 

Team. ” 

15 Citizen Petition at 24, n. 17. 
16 http://www.amwa-doc.org 
17 http://www.womensbeahhresearch.orn/abouU’cac.htm  

12 
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l Wyeth also serves on the Jacobs Institute’s Corporate Advisory Council, In 

addition, ‘the Jacobs Institute held a seminar on Capitol Hill on December 7, 

2005, during which doctors and journalists discussed the media’s and the 

public’s reaction to ‘the Womeq’s Health Initiative (WI-II) study, which found 

that Prenarin@  (conjugated estrogen) increased the risk of stroke and the 

components of Prernpro@ , Premarin plus the ‘progestin medroxyprogesterone 

acetate (synthetic progesterone), increased the risk of strokes, breast cancer? 

heart att&ks and blood clots. At this event, several speakers with financial, ties 

to Wyeth suggested that Wyeth’s hormone treatments were.less dangerous than 

the media and, subsequently, patients and doctors perceived. According to the 

Jacobs Institute website, the briefing was sponsored “by an unrestricted 

educational grant from  Wyeth.“” 

l Susan Wysocki, president and CEO of National i4ssociation of Nurse 

Practitioners in Women’s Health, serves on both th,e advisory board and the 

speakers bureau for Wyeth. l9 

l The American Society of Reproductive Medicine received at least $75,000 

from  Wyeth this year, which was in the top echelon of sponsors of its annual 

meeting.20 

. The National Black W .omen’s Health Project has received money from  Wyeth 

for events.‘!’ 

l The North American Menopause Society features at,least three Wyeth- 

sponsored awards to physicians and nurses2’ 

18 I http:llwww.iiwh.or~ 
19 httD:ll~~.nuwh.oralCE-Tr~de~a~~icle 1 ;htm  
20 

21 

httD://www.asrm.or~rofcssionals/et~~s/annua.lmeetinct.html 

~~u://~w.blackwomenshe~th.orP/site/NewsZ?oane=NewsArtideBiid 
-6388&JServSessionIdrO 11 =t2lwObu91 .auu2a 

13 
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In addition, while the Am,erkan College of Obstetricians and GynecoIogi.sts has 
not filed a comment with the FDA, it did issue a statement echoing many of the points in 
Wyeth’s filing. This’organization, like the others, also has ties to Wyeth. For example, 
Wyeth is an official “Friend of ACOG,” a distinction that corporations may earn by 

paying annual dues of at least $3,000, The College also issues an annual Wyeth 
Pharmaceuticals Section Award, which, is worth $5,000.23 

* * + 

WC appreciate the opportunity to submit these comments and request FDA deny 
Wyeth’s meritless petition. 

Sincerel.y, 

International Academy of Compounding Pharmacists 

22 

23 ~~/~www.acoa.or~d~~~ments/deDt,.notice.cf~?recn~l&bullttin=3083; 
bttn://216.239.51. 1.04/search’?q=cache:ctSK23xULvJIJ:www.acon.orplfiom home/ 
de uartmentslpritlterFriendly.c~Dn”hbulletin%3D1 7StwVeth+% 
22section+award%22+winners+%245,OOO&hl=en 

14 


